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Art Unit: 1629 

Applicant's Response filed October 2, 201 1 is acknowledged. Claims 3 and 10 
remain under consideration. 
A new title is noted. 



Claims 3 and 10 were rejected under 35 U.S.C. 103(a) in the last Office Action, 
as being unpatentable over Galli et al., Nephrology , Dialysis , Transplantation , in view of 
Zaloga et al., U.S. Patent 6,060,446, and further in view of Droge et al., U.S. Patent 
5,607,974. It was asserted in patients undergoing hemodialysis with end-stage renal 
disease, apoptosis, thiol loss in the peripheral blood mononuclear leukocytes and 
oxidative stress are significant findings. Galli broadly teaches the administration of 
exogenous antioxidants to restore a deficit of intracellular thiols. See the Abstract. 
Galli does not teach the specific administration of cysteine. However, Zaloga teaches 
the administration of cysteine, as a nutrient, to treat renal failure. See column 4 , lines 
32-40, where cysteine is characterized as a scavenger of oxygen free radicals, as a 
substance that reduces renal cellular injury and as a precursor for the antioxidant 
compound glutathione. Cysteine is also described as cytoprotective in column 5, line 
36. Oral administration is disclosed in column 6, line 44. Zaloga urges the need for 
dialysis may be decreased following administration of the nutritional composition of his 
invention. Droge teaches the oral administration of tablets for countering cysteine 
deficiency having about 100 mg to 1 gm to patients receiving hemodialysis. See 
column 2, line 14, as well as column 3, lines 14-19. 
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Applicant argues Galli does not suggest the oral administration of cysteine or 
cysteine, and Zaloga seems to require the administration of a mixture of amino acids 
but without reference to hemodialysis. Applicant states Droge teaches patients having 
a cysteine deficiency may beneficially be treated with a cysteine source that is capable 
of being transported across the cellular membrane without listing cysteine. Droge, in 
Applicant's view, is seeking to insert cysteine into liposome lumens so that it can result 
in an increase in the thiol level in blood plasma. 

Applicant's arguments have been given careful consideration but are not found 
persuasive. The rejection of record of claims 3 and 10 under 35 U.S.C. 103 is 
maintained. It is noted the oral administration, as recited in instant claim 10, is in the 
alternative, i.e., the administration is of cysteine or cystine or a mixture thereof. 

Galli's teaching is directed to hemodialysis patients in whom a multifactorial 
impairment of immune function and oxidative stress are commonly diagnosed. Galli 
suggests conditions of oxidative stress could play a key role in the increased apoptotic 
(programmed cell death) rate in hemodialysis patients. According to Galli, these 
patients exhibited a 40% decrease in the intracellular pool of thiols, which accompany 
the accelerated apoptosis, and the exogenous administration of antioxidants, such as 
thiol suppliers, of which cysteine and cysteine are examples, could be used to down- 
regulate apoptosis. 
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Cystine is a dimeric amino acid formed by the oxidation of two cysteine residues that 
covalently link to make a disulfide bond. 

See line 9, column one, page 1599, where Galli describes "a critical cysteine residue" is 
known to provide its anti-apoptotic function through an anti-oxidant-like mechanism 
mediated through perturbations of intracellular thiols. See the last sentence of column 
one on page 1600, where Galli states his results highlight the potential role of anti- 
oxidant-based strategies to constrain abnormal apoptosis in leukocytes of chronic 
hemodialysis patients. 

Ross et al., American Journal of Kidney Diseases , (Abstract), is presented as 
further evidence that hemodialysis patients exhibit acutely lowered cysteine levels 
compared to controls. According to Ross, hemodialysis patients are at increased risk 
from oxidative stress due to glutathione deficiency in blood cells. The sulfhydryl (thiol) 
group (SH) of cysteine serves as a proton donor and is responsible for the biological 
activity of glutathione. Glutathione is a tripeptide consisting of glutamate, cysteine and 
glycine. 
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Therefore, one skilled in the renal art would have been motivated to administer cysteine 
orally to a patient undergoing hemodialysis in order to treat oxidative stress from the 
procedure. Such administration would have been obvious because cysteine qualifies as 
a "thiol supplier," as described by Galli and Ross. Zaloga establishes the administration 
of cysteine to treat renal failure. See column 4, lines 32-40, where cysteine is 
characterized as a scavenger of oxygen free radicals, as a substance that reduces renal 
cellular injury and as a precursor for the antioxidant compound glutathione. Droge is 
included in the rejection only to teach the oral administration of tablets for countering 
cysteine deficiency and for elevating plasma thiol levels. See column 2, line 14. An 
amount of about 100 mg to 1 gm to patients receiving hemodialysis is disclosed in 
column 3, lines 14-19. 

No claim is allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 
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A shortened statutory period for reply to this Final Action is set to expire THREE 
MONTHS from the mailing date of this Action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this Final Action and the Advisory Action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the Advisory Action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the Advisory Action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this Final Action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Phyllis G. Spivack whose telephone number is 571-272- 
0585. The Examiner can normally be reached on 10:30 AM-7 PM. 

If attempts to reach the Examiner by telephone are unsuccessful after one 
business day, the Examiner's supervisor, Jeff Lundgren, can be reached on 591-272- 
5541 . The fax phone number for the organization where this application or proceeding 
is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

December 30, 201 1 /Phyllis G. Spivack/ 

Primary Examiner, Art Unit 1629 



